In third world countries, infection is the major cause of morbidity in renal transplant patients. Scedosporium apiospermum is the asexual form of the ascomycete Pseudallescheria boydii which is a genus of the Ascomycete order Microascales. Scedosporium infections account for about 20% of all non-Aspergillus mold infections and 3% of all fungal infections in posttransplant patients with 70% mortality. [1, 2] We report a case of middle-aged transplant recipient who presented with a Scedosporium brain abscess, pulmonary aspergillosis, cytomegalovirus (CMV) viremia with secondary hemophagocytosis.
magnetic resonance imaging (CEMRI) done showed 3.5 cm × 3 cm evolving fungal abscess with areas of necrosis and hemorrhages seen [ Figure 1 ]. The patient was started on broad-spectrum I.V antibiotics (imipenem and vancomycin) and antifungals (conventional amphotericin B deoxycholate), immunosuppression was altered and only steroids were continued. The patient also had leukopenia 12 × 10 9 /L at admission and was started on granulocyte-colony-stimulating factor and febrile neutropenic prophylaxis. Patients leukocyte counts gradually recovered after three doses; however, over the next 3-5 days, patient developed a decrease in all cell lines, had elevated serum ferritin and hypertriglyceridemia and bone marrow done was suggestive of hemophagocytosis and was treated with high dose Intravenous immunoglobulin (400 mg/ kg). CMV DNA polymerase chain reaction (PCR) done was negative. Patient underwent burr hole pus aspiration from the abscess site which revealed septate hyphae with dichotomous acute angle branching, consistent with Aspergillosis amphotericin was replaced with voriconazole. One week later, patient had a sudden drop in sensorium and developed hemiparesis, CEMRI repeated showed an increase in size of abscess and midline shift. Anti-osmotic measures and voriconazole were continued and patient improved over the next 3 days. Furthermore, given inadequate response, liposomal amphotericin was added. After about 15 days of dual antifungal therapy, patient again had transaminitis and voriconazole was stopped and only liposomal amphoterecin B was continued. Two days later presented to emergency with shortness of breath and chest radiography revealed right upper and middle zone consolidation and was started on IV antibiotics. Computed tomography (CT) scan done was suggestive of right lobar consolidation with halo sign on CT [ Figure 2a and b]. Patient underwent Broncho alveolar Lavage which showed septate hyphae with dichotomous acute angle branching consistent with aspergillosis. Fungal culture later confirmed it as Aspergillus fumigatus. Meanwhile, whole-blood CMV quantitative PCR repeated came positive, 500 × 10 9 copies/ml. Patient was treated with I.V ganciclovir followed by oral valganciclovir hydrochloride. In view of inadequate clinical and radiological neurological response even after receiving amphoterecin and voriconazole, surgical removal of the abscess was done. Fungal cultures grew melanin producing filamentous fungi with brown-black colonies. A lactophenol cotton blue mount demonstrated numerous single-celled, broadly clavate to ovoid conidia, 4-9 mm × 6-10 mm in size, round above with truncate bases, occur singly or in small groups on elongated, simple or branched conidiophores or on hyphae. These features confirmed the diagnosis of S. apiospermum. CMV DNA PCR done after 2 weeks was negative. Repeat CEMRI, done after 1 month of treatment showed two small residual abscesses with high-resolution computed tomography chest being normal [ Figure 3 ]. At 6 months follow-up, he was completely normal and had excellent graft function and had no residual weakness in any limb. He is still being continued on voriconazole and steroids a planned for follow ups every 3 months with imaging.
discussiOn
Our case highlights the importance of correct and timely diagnosis of the fungal species. S. apiospermum is the anamorph form of P. boydii, a saprophytic fungus frequently isolated from soil and water. It predominantly affects soft tissue, but visceral infections are common in immunosuppressed patients. The fungus is identified by the use of culture because of its morphologic similarity to Aspergillus species. [3] These fungi colonize previously damaged bronchopulmonary trees (as in old pulmonary tuberculosis cases, cystic fibrosis, or bronchiectatic lungs of any etiology). Infections caused by these organisms can be localized, extend to the surrounding tissues (deep extension), or disseminate (hematogenously) to distant organs. Except for a few cases that were amenable to complete neurosurgical drainage, most reported cases of brain abscesses due to S. apiospermum or P. boydii infection have been fatal. [3] Morphologically, Scedosporium mimics Aspergillus where amphotericin B is effective but not against the former. The therapy of choice in case of Scedosporium infection is a combination of voriconazole and surgery as suggested by one study. [4] Common antifungal drugs (amphotericin B, fluconazole, itraconazole) are variably active in vitro against S. apiospermum, but cerebrospinal fluid (CSF) concentrations of these drugs is poor and therefore, these drugs are not very effective in treating the central nervous system (CNS) infections by S. apiospermum. Voriconazole concentrations in the CSF are 50% of serum concentrations and reports of successful outcomes in patients with CNS infections treated with this agent are increasing. Currently, voriconazole seems to be the antifungal agent of choice for CNS infections caused by S. apiospermum. [5] The mortality with Scedosporium infection is high and in fact, except for a few cases that were amenable to complete neurosurgical drainage, most reported cases of brain abscesses due to S. apiospermum or P. boydii infection have been fatal. [3] This is similar result to our case where medical and surgical management combined helps in early clearing of fungal infection.
Until now nine cases of Scedosporium brain abscess have been reported in renal transplant recipients to best of our knowledge [ Table 1 ]. Our case is unique in as this is the first case of Scedosporium and aspergillosis coinfection with CMV disease with associated secondary hemophagocytosis.
cOnclusiOn
Opportunistic infections are very common in posttransplant period and require high index of suspicion and proper investigative approach for correct diagnosis as it may have therapeutic implications. This case highlights the importance of getting a microbiological culture from each site involved as Scedosporium morphologically mimics Aspergillus but is poorly responsive to amphoterecin which is of therapeutic importance. This case also exemplifies the need for tailored immunosuppression for renal transplant recipients to reduce their susceptibility to infections.
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